We describe a family with an apparently autosomal-dominant trait that caused extremely high circulating concentrations of the carboxyl-terminal propeptide of type I procollagen (PICP). All family members examined had normal values for other biochemical markers of bone formation and degradation and no related clinical abnormalities. Furthermore, their serum concentrations of the amino-terminal propeptide of type I procollagen (PINP) were normal. Although PINP and PICP are released from the same precursor molecule, PINP is cleared from the circulation vi'athe scavenger receptor in liver endothelial cells, whereas PICP is cleared via the mannose receptor of these cells. We thus hypothesize that the clearance of circulating PICP is compromised in the affected subjects of this family, the result of either a defective mannose receptor function or an abnormal molecular structure of their PICP.
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Case Report
A 17-year-old boy was treated with inhaled glucocorticoids for bronchial asthma.
He had grown and developed normally.
He had sustained two bone fractures, i.e., a radial fracture due to a fall while skating at age 13, and a metatarsal stress fracture in basketball training at age 17. Recovery was normal after both fractures. To detect any possibly adverse effects of glucocorticoids, we measured, among other variables, serum PICP. The value found was very high, 2920 g'L; an even higher value (5860 gfL) had been measured 2 years earlier, during the growth spurt of the boy (Fig. 1) . Results of routine laboratory tests were pormal for age, as were those for serum total and bone-specific alkaline phosphatase, osteocalcin ( Fig. 1 All the subjects with the high PICP concentrations were healthy, were normal in height and weight, and had grown and developed normally. 
Materials and Methods
Informed consent was obtained from all the individuals participating in the study. 
DIscussion
In the affected subjects (Fig. 1) , serum PICP values exceed the age-specific means by -10-fold and by lOs of SDs (6, 7). There are no previous reports on a familial increase of the serum concentration of PICP or of any other propeptide extension of procollagens. an increased synthesis of type I procollagen. Moreover, serum concentrations of ICTP, a novel serum marker of bone collagen degradation (4, 9) (Fig. 1) , and the amino-terminal propeptide of type III procollagen, a serum marker of soft connective tissue synthesis and growth (6, 11) (data not shown), were both within the reference intervals.
Thus, the very high serum PICP in this family seems hypothetically to be due to decreased clearance without abnormalities in bone collagen turnover. In the rat, liver endothelial cells remove PINP from the circulation by the scavenger receptor (12), but PICP is removed mainly by the mannose receptor (13 From the clinical point of view, even if the trait should prove to be common, the fainilially high serum PICP values far beyond those found in clinical situations (1-4, 6, 7) do not diminish the usefulness of serum PICP as a biochemical marker of bone metabolism. In cases in which other markers of bone turnover are discordant, extremely high concentrations of serum PICP should not give rise to confusion and complex, prolonged clinical investigations.
In such a situation an obvious next step would be to measure serum PICP in the patient's first-degree relatives.
